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LEC ROR IED a heer ete eee 


Benshydry! A diethyl eenight, reflax the mint. 6 dirs. at 160" on an eat bath, 
ds. he cokl mist. with Colle, and filter off the sold, treat. 
Collee~ ment of the filtrate with the required cmt of til HCP ene s 
Alter filtering off Uoasin (as above, NM Nate 
BN cthylbenzhydrylamine (V), im. 30° (from MeOH), was ot} 
» tained as follows: Make the aq. liver alk. with NaOH, evt 
© with Et,0, evap. off the EnO, anu! distill the residue tinder 


‘ype, inhibiting tt ee reduced pressure; at 0.5 mm. amt [40° chaths, appears an 


I powesers 1 


fective an be cuntractions. 


The I Dibenzh 


und ds 10% us of- oil crystg. to V;_ picrate, nealles, m. IS7.5° (from Meo: 


ine (VI), prep. in 2.8 og. yield by heatang 


HINER OVID Hauser, etal. C1. 43, 2ONlapaith 


3X 9 g. BrCHCHACO,Et in the autoclive 10 hes. te Pytestey? 
HS Nu osig. the cul feaction mixt. with [tint of bethng Peon, 


salt by an equi 


evap. to dryness un- aig cooling the eat., needles, m. 141-3", (oor) from EtOH: 


der reduce pressure. cover the residue with Cis, treat The filtrate was evapd. under reduced) pressure. the residue 


with PhsCHBr, reflux 9 brs. on the water bath, and treat decompd. with excess NH, extd. with Et), the soln, alriedt 


the cooled mixt. with water and the required amt. of HCI; over KC 


‘Oh, and the residue fractionated umiler reduced 


shaking seps. white neeiles of H, m. 171-2° (from E.On). pressure (the Ist fraction is VIDi: teituration of the resedure 


Treatment of I wit 


becquent extn. with with EtOH yielded V-henzhydryl- 3-(henzhydeviamin.- 


*; Picrolonate, lustrous yellow propionamide (VID, which after recrvsin. frem Eu Noon 


rom EvOH). (b) Treat 4.8 g. CH: 
( (UN) with 1 ml. EtsNH (IV) with external 
cuoling fur 1) min., repeat with another ml. 1V, fet stand 7" 
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eet ie eg Une 
_O, fjilek and M. Protiva (Unite: : 

: Te ieaies Cach, ol Com- NaCl filtered uff, the filtrate to 
_-2.(2-Aminoethy! > residue distd. in a Hhekinan flank; : St nt tails 
42) dihytroglyosaline (1) possesecs ae marked pi ad ola pe x cl em. 2ne-2d? 

laminic of antihistaninic actieny. Since 1 contains the ar). of" : 4 ae a 
structural fraginent NOX NRR! (la) (M. Protea. aq. ROH): super f 1 aad 
Cas, opus terkrhn Bhdrnigiva 02, 143(1149)) necessary for 2) is eo larger ee ae on a tee filtrate refiamed at 
histsminic activity (X= Et, Pr. or iso Pr, Rand R’ = H og br. e bain a the hltrate cond. under 
Me), la is nat a suilicient condition for histamitic activity. fi ei he rewlur taken up in 3 
All reported mops. are cor. and analytical samples were dried od a hrs., the 1% filtered off, the fil- 
10 bes, at 0.2 tm. over POy 242-Bensamidorthyl )}-4,5- . fluxec parent, presuure, the resid 
dh rogiyoxssline (1) was prepd. by 2 methods: (1). Bz- Juct which wep collected 
NHCIREH,CiOEt): NICE (II) (43 g.) in 25) mi. digest Met Mike it). Another 
EtOH, was refluxed (water bath) 6 hrs. with 10 g. (CHy and dried: prep tHe CONNCHi CH 
NHin GV), (CILNIh-2HCE (V) filtered off, the filtrate method of prepa. fwuing the mixt. 
cimed. tu O.b vol., the resklue treated with picric acid (VI) C(ORS): NHC NA taeninoeth yl 


Urysess, vagal, and the 
the fraction De» 115-120" 


4) ¢.) in warn HtOH, and allowed to stand in the cold; yielded 1, 2-dsphthalimidorthane 3 : ; 
seg Sate (VII) of H, filtercd off and recrystd. from 700 bi s-duaydro-2-glyoraiincacetamels day NEY ae 


3 TECLOEU: NH HCI, 6.7 «- IV, 
a foe caged ery : et enrol (water bath), and the iiss. allawesd eA waniy 
up in PhNO, (VIID, the VI and bra; the di-f/ Chisalt (XIV) of KAM crys peer aerate 
Et), the remaining acid soln. refluxed 4 was obtained by addn. of ae heir To prep 4a 
(1X) Glterel off, the filtrate evapd. to dry liquor. m, HEA EY wg OM NCOCHC- 
residue crystd. from EtOH to yield a mixt. (X) of a“ ydred-glyoxalineacetamide d ay K ' EOH were te: 
salts of Lund V. X could not be resolved by crystn. from (Ot): NILHCI (XVI), 188 IV, and 2 nm “Piatt RVD of 
Ww% EtOH, therefore 6.5 g. was allowed to stand 4 days fluxed 4 brs., to mive. fon cooling, 25 ¢. HCL ait ! 
(occasional stirring) in 100 wl. NaOEt soln. (1.7 g. Na). the 
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AV, needles, wm. say? Gale aap tree ere ¢ polly A soln 
of Bg. XVIL in 24) mb. SAGE (comnts hg. ad tS 
stirred BU) ratte fltated the neat doy, anes Ute filtrate evapal 
aneder seelire el pressure, giving VY, prtsiis, 1. piv? (front 
ELOH). XV is not stable and turns cetb-loowt im uit 
Trituration with EtOH and hitration of the cesmpact inks 
reiting from the treatment 0 2% 6. NCCH CODEt with 

. yicht |? aeeeepis(eypunoac et yt ARy aedigmsne. 
m. 199-3° (from E:OH). Reerystn. fram Prowl {counts 
charcoal) of the nell senting frou Preset itt (ei e 3 hrs... 
oil bath) NC(CHanCOEL and ethylenediamine potoluene- 
sulfonate gave an unidentified product, ¥ tite needles, 1. 
by { NES : 


vray. An ttetape to peer N-substituted 
derivs. of 1 by the Mannich reaction betwect t-benszyl- 
jysidine and piperidine or EtsNHHi (as HICH salts) and HCHO 
ul. The acid succinate (XVIII) deric. of 

lyssding, 182-3" (from EtOH). A suspension of 
(15 g.) in som. EtOH was treated with 200 mi. 8% alc 
NH, (shaking, 49 min). and the soln. conc. after gevers 
hrs., yielding 5.5 8. oe at Me amudocar boxy MCCtaMm e 


m. T . BvOHL). e 
above differs in behavior npon heating from the XIX prep 
by Pinner (Ber- 28, 1. 470(1895)). Lawrence Rosen 
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Comb’ of anesthetics and as! 
Urban and M Protivar Chem. List) 
stitution derive. of LH NCALCE 
for antihista! 
yi. pePkCias 


over & 
7A B- ‘6 30°.» a 2 
(decompn.) (v2 Te NaOH and 


E jiberat 
purified us IHC! m {-acetote)- 


p- 


E 

4.3 6- 

with dil. HCI, and free 

Er,0, and chromatog 

iijhydrochloride, m. wae. ( 

NCE COvCH a CHEN Fas. 2 e was prepa, in 
similar manner. M. Hudlick¢ 
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Seme sebstituted Githincerbencten, M. Protiva. 
Liny 4, 731900). EsPr, (60%), bw 210-18°, nm". ? 
se eee ee 132-48 et Rorenpcar i be was". 
Or eee BOR 4 ROH with Feb, BOCH Ait i 


and BrCHCH 


Re EES sae SST apo 
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Patt hea cena rte M. Protiva, J. Urban, and 

J. O. Jilek. Chem. Listy 44, 40-1(1050).—2-{ Dibenzoyl- 

amino}pyvidine, m. 168-8.5°, was prepd. in 21% yickl from 

toetinggrrisine (I) by the Schotten-Haumann benzoyl 

on. N-42-Pyvidyl)bensamide, m. 81-2°, was prepd. from 

“Land B2Clin Rt,O or CHCL soln. in 10% yield or by heut- 
ing equiv. ants. of and BzOU 15 min. a tas eee 
at. udhlieky 
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2-Dimethylaminocyclohezanone. \t. Veotiwa und M 
Horovicka, Chem. Listy 44, 81 109).--2.Chlorucyele- 
hexauone (1) (132 Re) cand 4) ye. LEC MesNEE in wow 

. were heated Ph. at 100° and & hes. at 140° in an autoclave 
>From the acidified reaction mixt., 42 g. I was recovere:! by 
extn. with ether. The emde product, obtained with alkali, 
yielded 34.5 g. 2-dimethylaminocyclohexanone, bs 9s 

105°, bus 104-89.) The free base is unstable. M.H. 
mye kee Baye Gow 
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VOR BE 


Ethyl +-methylmercapto-o-(3-pyridylearbony! butyrate. 
M.Prutiva. Chem, Listy 44, 01-2 19.0).—Powd. Na(2.3g.) 
and 19.3 g. Et (3-pyridylearbonyl acetate in 100 inl. dioxane 
were treated with Il yg. MeSCILCH CH ut 60%, the mixt. 
ented 3 hrs. at 560°, the NaCl wasremoved, the dioxane 
stripped off in vacuo, the residue dissolved inalil, HCL. filtered 
with Norit and made alk., and the oil extd. with CHICL ant 
distd. at 100-6° at foam. M. Phudlick¢ 
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water and MeOH. 


~ 


APPROVED FOR RELEASE: 09/19/2001 


BEEROVED FOR REEEGSE: ileal ina 


1 y gen Chem. Listy 44, @1-201950). -Nicotinic acid (6.5 
x and 7 g. PHNHUCH,CH NH, were heated 14 min. at - 
wd, and the melt digested with aatd. NaHCO, sobr., 
’ washed with water, and crystd. from CHCI, to yield Nae 
anilinoethy! nicotinamide, my 14D 2* (uncer, sob. in het 
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M. Protiva | and J. 


M. Huclhek¢ 
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Derivetives ef acid. M. Protiva, \... 
Retichs, and J. OQ. jilek. Chem. Listy 4, 2-100} 
KCN (105 g.) in 400 ml, 06% EtOH, at 50° was treated with 
240 g. EtO,CCHCH,Br in 150 wl. EtOH; after the spon- 
taneous reaction subsided. the mixt. was refused 2.8 hrs., 
the NaRe Siltere’ off, the EtOH evapd. (a races, the residue 
cutd. with CHC, the CHUL stringed off, aud the teaklue 
alate. wt BLOU at 15 sn. oe $20 1" at Danae. tes viebt EID 
8: (079) KHACCINCILCN (DP. 1 (03.5 g.), 25 g. ROW, 
ated 400 onl, Bt) eatd. with dsy LICS with counting yieklcd 
Wg. (91%) MACCHACH CO: NIDOE (ID; HCI salt, w.° 
nn 3? -), aftes stamting in the axbos! H 
4B).0 ¢.) tes 40 ml. Reet, allowed tu stand with 14) ml Om 
Nia i KOH 12 bra, at rome temp. and a few hes. in the 
wrbun, viehled bg. Sebesabeser- Ae pyres fase (112), 1, 190-5", 


taterd by e few crystus. from dil. KtOH to 227-30° (de- 

compn.). HN (2 g.) gave 0.4 g. succinimide by bydrolynis 

with 0) ml. water after refuxing 3 hes. Hydrolysis of U1 

by HatOlly gave succinic acid. N-Rousyl. B-carhethory 

Prepweamaline qv) (14 8.) was prep. hy Genting 2g. 0, 
es 


with 2g. PROM NI, be to ml. KOH ae fon temp: evapg. 
the wivent im seca treating the resklue with Meco, 
IV ie sol. in water and KOH and inal. iu MeCO. The 
hydrazide, m. 76°, of HOACCIECIGCN was perpd, by re- 
fusing 2.54 g. Land 1g. Nol HO 2 hes. itt 5 snt, ROH; 
evapn. left a glassy material M. Mauitlicky 
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ne residues i 
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. with 20 el. E 
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ys5-( 
by 
brs. 


pyrimidine 


lide 
148-84° 

fused 10 
ralised wit 


(inost | 


§ if 


ue (IE), 2-4 
ime 
» the CoH, : 
8%) VEL, ‘by Cre 
$b were re y 
- yer neut ‘ 
. of crystals, m. 
sol. in dit. N 
rCHsCh, refi 
the CMe uxing an 
at 1460-f4)* 


’ yerexy5-(2-car 
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Oxy pyrianids: 
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Preparation of some peimary alcohols from esters by 

um-aluminem action. Miroslav. . 
Protiva . Wor i : 

yay 45, 2 3).—The f 

rom the corresponding esters by the 


rentheses) pPrCHCHOH, 
Pk, CHCH CHAM, Ing 152 (RIB); 
12E® ct . d-pyrtdyloarbiael, the 
m. 157-8°): ‘s-pyridvearhencl, Ine 
and sepyridylearbinel. ins 152- 
SE Haudtick ¢ 


LAR 


/ / 
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Some sdditionel basic benshydry! ethers Mu Piotiva. 
ME oo Baste, amd M Horovicka (United Pharm. Works, 
Prague, Crevh t Chem. Listy 45, U4 ACHAT? PRO 
CCH Nis, prepa. from PhCH Be (Dand 1% CHALNH, in 
80% wiebh be: He a? G8 72" (front cthert; Mtl walt 
m 18a-6° (from MeCos Ph CHO CHAE t1Dy was 
prepa by rettuaing ag Ee. TN CHACL wane 6 
Nao So hre. at 12) 3° wath atinnng, vacwuin abaster 
after removal of the salt yielded 20.7 g. (SACOG ETE, Nee DEY 
sa? Phy CHOCCH ya NH Me wna prepd. by heating TW yg. 
PHot2 hrs at 40% with 74 ml. alc, MeNH, (contg. 26 8 
MeN in an avteclave; stripping off the EtOH, addin 
ent HPO, extg. the proediet with Et,O, purifving by wa 
af the HCE salt, and distg. at Ay 8° and 0.25 mim. (3.7. 
teens: HCE salt, mm. ie 6° (from MeLlO). PRCHO- 
(CHANEL: [37 &. (a2.5%) from 32.5 4. PA; CHOH and 
Wg. OK CHAN Met in 150 ml, Ci. refluxed 8 hrs. with 


7 ig. NaNHiy! b. 167-74°; HCl salt, m. 166-8° (from Mer 
CO). HOCCH DN Mer (HD [12 g. (1%) from 14 g. HO- 
58 


(CH LCI and 160 ml. McOH soln. of 22.5. Me NH heatal 
thre. at 100° and 8 hes. at 180° in an atitoclave, the ale. 
stripped off, the residue acidified with HCI, cud. with 
BLO, the aq. Loyer wkalized, and the base extd. with 
br Oh, Dye PAD 0", TID (10 g.) and 10 x. Na;COg, heated te 
Tat?, tT go inelten Padded, the mixt. heated $ hrs. at FU", 
oui with ether after cvoling, and distd. ta yielt 15S x 
Teed PACH CHyyN Mes. by DO-5*; methiodude 10 
pars qfrum Mead PR CHOCH, CH(OHYCIANH- 
CHPh: was prepd. by heating 12g. Ph, CHOCH,CH(OH 
CHAME amd Og. PaRCUNH, (0 hrs, at 130-5° in a auto- 
clave, stripping off the unreacted materials, dissolving the 
residue in Ey, and treating with alc. HCI to give (7.5 8.) 
HCD salt, m. 102. 3.5%. M. Hudlick$ 
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Diethyl ester of benshydryiformylamisomalonic acid. 
“4. J. Vejeléleke ae M. Protiva (United Pharm. Works, 
Prague, Caech.), Chem. Listy 4$, 44-5 1951).—HCO- 
NHCH{ COsESh (D (0. 15g.) and 1.15 g. Na dust in 45 ml. 
xylene were refluxed LU hes. with 12.35 g. MaeCH Ar in 15 
int. xylene, and treated with water; PAyCHCH( NU CHO} 
(COpER (ID) (3.7 g.) sepd. in crystals, mm. 189.5% (from 
Celie); an acddnl, 0.88 g. was obtained by chromatography 
from the Cells extn. of the aq. Layer, after stripping off the 
C.He and unreacted I. Yield 4.58 g. (459). (PCy 
(0.0) g.) was isolated from the reaction mixt. M.W. 
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new ie 
protiya (Phare. 
alts - 
aminomethyl- 
hydrogenates 
itr osim 2.2% HON 
quinone (vs, seduction 
Vip. Pte in 25 mm 
3Sq aq. C 


yivldin 
1g.) hycirogestate . : 
wer Og. Raney - + g- 
wae) z : HT (2d ge) wae. 
yz? (decomp) To crude 


nitronated tw g' a ‘ oer 
‘ asi i Mi) ge Nae: 
I wu: it g Mig. Nab 
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4 it. F A lower ¥ 
aire i Hanilic acid. ¢ 


x. Ve me 
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AcOH and ao 
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Antihintamine compounds. XIX, analog of 
antergan, V. Reticha aml M, f Mor ks, 
Prague, Crech.), Chom, List OU --Asan O 
analog of Antergan, N4{S-mether tmilime (1), 
was pregel by refluxing 18.2 8. PANHCI wh, 5g. 

» MeOCIRCH 3g. NaNIfs 10 hrs. in 100 mt CMe: 
mixt, with water, the GH. liver 
+ which, purified bev 
te, . 


mt Phe Ph 
sCH,C? (1) an 
OCH,.CH,N 


while 
molvent. umd 
hy; dipiceate, m. 


purlfvin by chromatogra 

1a43-3° leCO), PeCHisit, I, and NaNit, 

gave Pa, CHUSCH,CH NC Wie, which was leolated us the 

Ct salt, im. im} (from teo-PrO1t), From the pre. 

Viewdy prep, PRCHOCHCIRNG Hyp, panel att 
é - CA 


Acid succinate, m. 104° (CRONE MeaCo). 
WAITS, 


. 


4 
M. Hiullicks 
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rr ereGCs: AAT, OnNGH. 
4 “antihistamines-of the ether gerieg, Mirostay Protivd’ and. 
Uv Otto Bxnee’(Hlochem. and Pha 
. Prague, Creel}. Chem, Listy 45, 395- a ch. Col. 
lection Cuch, Chem. Communs, 


rmacentlcal Rescarcli Tdet.,. 
16 0-00 1861)¢ 


dium analogs of 


n Bs nei 


: ret. CA. 46, Hib; 47, LLDAb Aryloxyethyl Me sul- 
. fides and benzhydryloxyethy! Me sulfides treated with Mel . {, tye 
* gave sulfoniien salts eflectiveasantihistamines. «9 Phe Sd a 


Bes 0-1 
CHACHOH (16.6 #.) and 9.9 g. CICH,CH,SMe refluxed 6 
_ hrs. with 100 ml. ELOH contg. 2.07 Na, the NaC} filtered 


* off and the filtrate coned. in vac 


uo, dild. with 50 ml, CH, 


washed tice with 20-mi. Portions of HO and 10% Naor, 
: then with HO and distd., yielded 13.7 8. (59%) o-PhCH;. 


i GHOCH,CH,SMe, by 1S4-5°, n4f 1.5889. The methiodida 


L(1), m. 125°, (93.7%) was prepd. In MaCO soin. Sint. Sia 


larly, the following ROCH,CH,SMe (with R, % yield, b.p., 


and 932, resp.) were Prepd.: 2-fs0, ropyt-S-methylpheny} 


| naphthyl, 50.5, m. 23 


Ch, V-¥EF 
VA lO GIGS Y |. 
haw Kans ao 


todide, 96.8%, m. 127°), 


, (1), 56.5, b; 126~7°, 1.5332 (methiodide, 31%, m. 123°); 
°, by 169%, 1.6232 (nethiodide, 
89.6%, m. 128°); and 2-naphthyl (WI), 70.6, m. 62° (meth-~ 
Ph CHOC, 
prepd. by heating {1 &. HOCH,CH;SMe, 11 g- anhyd. . : 
Na;CO,, and 24.7 g. Ph,CHBr 4 hres. at 130°, and dilg. the i 
cooled mixt. with 50 ml. CH, washing with two 60-ml, : ; ‘ 
i portions of H.0, drying, and distg. to yield 14.6 p. (56.5%) - 
TY, bs 168-70°, 479 1.5753; methiodide (V) (82.5%), m. 
98°. The following R’GH.CHPhOCH;CH,SMe (with R’, 
. 9% yield, b.p., and ns, resp.) and the corresponding meth- 
iodidles were prepd. similarly: o-Me, 58, b; 176-9°, 1.5778 . 


HiCH,SMe (IV) was 


perett iodide, 63%, m. 111°); m-Me, 60.8, by 181-2°, 1.6748 
1 


methiodide, 76%, m. 105°); 
1.5730 [methindide (VI), 80% 


tamine effects of I, V, and VI are 1.2, 0.6, and 2.0 


“compared with 1.0 for 
methylphenox y)ethyl\dimeth 
30 


Benadryl. 
ylsulfonium Me sulfate (2.2°¢.), 


m- 130° (from Cot, with EtOH), was prepd. from 2.2 g. 
II, and 1.2 g. Me:SO, in 10 ml. CyEe. [2-(o-Benzylphenoxy)- 
ethyl) dimethylsulfonium 1 ‘ 
was prepd. from I. 2. 2-Naphthoxyethy! methyl! sulfone: 
(2.3 g., 91.3%), m. 180-1° 
ttt and 5 mil. 


boiling 2.2 g. 
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from EtOH) was prepd. by 
30% 1:0, in 10 ml. AcOH. 
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PROTIVA, Me 


Relation between chesical structure and physiological Bey tone ae 
farm. 1 no. 11-12:704~717 19§2. (CLML 24:1 


2 Sea eed an ee a | odes: = T 
PST a fl eka oak = espe a 
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a itt 
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ig 25 Seb 145.i i,m. L2% 


"antihistaminic acbiviby ag 
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Chenicke Zvesil, 5 


2, ho 10, uct 1954, ulc. 
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((iochem. and 8 1952).—A review with 38 references. 
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-ethyt an ey: gg 145-7 on 
* double et ‘with: Bentadryt, 
"EK. Thres : tow. basic. thes yi ethers. Miroslav 
a .Protiva’: and’: Mito3 Borevitka. Ibe. 437-8.{PbCH- 
-- OCH CRyNMeCiG) | (D,: {Zen dryloxyethyl) 2 (2. : 
-(Z-hydroxyethyl)piperacine -(11), an He cane adage eex 
tethyt}-4{Z-chlorosthyl}pincraziag . by thes. 
- following serter of reaction3t - Ch Mean ie) 010m, toes 
2. anhyd. GEN and 740 g. f (eC SO CL heated fbr. at. 
EQS, and poured lato 400.50 HO, 600 ral. caned. HCI, and. -- 
: g- ice gaves quan « yteld of On ai ate 2 


Tr re ce One 
es i 2 Fda 
Res SONMeCHN whe Fine  MaxCO), hy- 
> drotyzed wit nh gs * 
2. NHMeh (VD), er ee ie alt, 10. V1 (33 
“2 $n 40 ink HAO, treated: first withy.00. g. HOCH,CHCI 
“Sand then with 38.7 €. NaOH otis 190 mi 7) at 40°, 150 Be 
- 0° - NaOH added, mixt. extd. with CHCIs, id the ext. d 
nh yielded” 12 if i) (HOCHACHANMECH (vil). “a : 
" 140-65°; hig Oo ‘(irom dil. MeCO).” VII - 


g ant A . 
ms Pek Riilicks : 
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Aatibistamine substances. XXVI. Some new_hetero- 
cyclic dorivatives of ethylenediamine. Miroslav” Protiva, 
Jit! OF Jilek, Zdendk J. Vefddiek, and Offo Exner (Pharis. 
HRiochem. Research Inst:, Prague, Czech.}. Ca#em. Listy 
46, 551-4(1952); cf. C.A. 47, 430: 48, 146c.—Aikylatxc: 
of 4-pheny!-1,2,3,4-tetrahydroqninaldine (I), aeridax (1), 
and 2-pheny}s-methyl-t-acaindole (TI) with N-substituted 
antinoalkyt chlorides gave new heterocyclic derivs._ of 
(CH;NH;,):, of which only acridan derivs, showed anti- 
histamine activity, og bars (J0 g.) reduced 
with 16.8 g. No in 165 mi. boiling BuOH gave, through its 
HCI salt, m. 200-15°, 3.7 g. (37%) 1, m. 05-7° (from 
EtOH}. I, m. 168-70°, was prepd. in 71% yicid by the 
reduction of 9-ccridanone with Na in AmOH. For the 
prepn. of III, 3-nitro-2,6-lutidine, m. 37°, b. 220-30°, was 
hydrogenated over Raney Ni to give 70% 3-amino-2,0- 
futidine, m. 123°, b. 22&-35°; this treated with BzCl 
yielded 70% 3-benzamido-2,0-lutidine, m. 171°, which 
was cyclized to II, m. 280° (decompn.), with NaOEt in 
W9% yield. 1, Tf, and MM with NaNH, and (alxylamino)- 
ralkyt chlorides gave the following N-derivs. of 1 (% yichd 
Jand b.p.): 1, MesNCH.CH:, 68, bo. 150-0° (HCI salt, 
m. 215-17°); EtsNCHLCH, 38, bee 165-757 (HCI salt, 
lm. 162.5°); (2-piperidinoethyl), 75, be« 180-200? (HCI 
salt, m. 239-407); (2-mnorpholinocthy!), 27, b: [SU-200° 
inet salt, m, 225-7.5°). Derivs. of If: Me:NCH:CH 
CIV), 45, by 198-200° (picrate, m. 165-6°); Et:NCH:CH, 
+53, b; 220° (picrate, m. 269-717); Me,.NCH;CHMe (V),: 
61, by 183-4°; Et;sNCH,CHMe, 35, bes 170-5° (picrate,: 
im. 158°). Deriv. of HT: Me:NCHCH:, 45, brs 200-1° 
(QHCL2H,0, m. 213-14°; dipicrate, m. 212°). The: 
idisuccinates of IV and V showed 7 times and 2.5 times the 
__..__M Hudlick¢__. 
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Pnarm. giccnem. Hesearcn inst., rrague, Czecn. 
RAV L. -2-(2 ,Oo-dimetiy lpiper- 
Nantinistamine substances. RAViL. Sterecisomric venziguryl- (2, y 
idino)etiyl ethers." 


Chem. Listy 6, 758-51 (1952); cf. ibid. 551; LA 7, 4300a, 7h33e, vyebe. 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3" 


"APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3 


{ 


aA HK Gas u7:411¢2 
PROWLY 3 e 


Pharm. Biochem. Research inst., Prague, Czech. 


"Syntnetic experiments in tne aistamine serics. If]. New metncaus of tae reduction 
of &(S)-cyanometnyl imidazole to nistamine." 


Chem. Listy 6, 772-3 (1952); cf. Ca LS, 8017d, 953hE- 
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i lise” cs. Reviewed in Chem. Listy 48, 324 


ae i en ae hn ee ee ea ee, 
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PR OTIVA, M- 
PROTIVA, Mo; BXNER, 0.; BOROVICKA, M.3 PLIML, J. 


eit 


4 

Part 22: synthetic antispasmodics. Part 4. 

it c carbinols and %-substituted bensyl 

Sbor.Chekh.khim.rab. 18 
(MLRA 7:6) 


” Aatihistamine substances. 
Basic ethers derived from aliphati ; 
alcohols Lin Bnglish with summary in Russiaal. 


no.1286-101 F 53. 


1. Pharmaceutical and Biochenical Research Iastitute, Prague. 
° (antihistamines) (antispasmodics) 
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eave bese Ri, ESL gobo Sees Eg vest A ps Rah 


JILEK, J.0.; BOROVICKA, M.; PROTIVA, HM. 


prememonetnn 0 -OtLe Re Sie 
Synthetic antispasmodics. Part 5. Cyclic analogues of substances of the 
3, 3-diphenylpropylamine series [in English with summary in ete 
Sbor.Chekh.khim.rab. 18 no.2:257-269 Ap '53. (MERA 7: 


1. Pharmaceutical and Biochemical Research Inetitute, Prague. 
(Antispasmodics) 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3" 


Heian dle FOR jest id ee Ara sebcbaeaea ok lh nace eee 3 


PROT iV A M. 
Hach, Vos PROTIVA, a 
Local anesthetics, Part.1. The synthesis of some analogues of “xylocaine* 
{with summary in English]. Sbor.Chekh.khim.rab, 18 no.5:684=693 0 '53. 
(MLRA 7:6) 


1. Pharmacertical and Biochemical Research Institute, Prague. 
(Xylocaine) (Anesthetics) 
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SRcTiVva, 
EYIV. Aga Homelopues ¢f Artihis 
Y2Y. Three Nev Besic Ze: echt 


THEICAL CO°3UPIC. 


"Antihisteamine Substar ces. 
of the Bera erly eres diamire Series. 
Ethers", », 724, (CCLIBCTICH CF CERVCILOVAE 
Vel. 18, Wo. 5, Gitober 1953, Praha, Czech.) 
SC: Menthly List cf East Burcpean Accessions (HEAL), LC, Vol. 4, Mo. 3, 


March 1555, Uncl. 
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SA EAST AGELESS UR SS ROT RA VD Oat NRE TREES 2S PRE BRET RS ENTS 


PROTIVA, Mo; PLIML, J. 
nas 
Synvhetic analogs of curare alkaloids. Part 1. Quaternary salta of polybasic 


aliphatic ethers an thioethers [in German with 
Chekh.khim.rab, 18 n0.6:836-841 D '53, ee are 


1. Nauchno-issledovatel'skiy inatitnut farmateti 1 bi 
(Ethers) (Ourare) okhimii, Praga, 
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JDSLEK, Z.J.; TRCKA, V.; PROTIVA, M. 


POEMS 


Pyridine derivatives of hnwmaGbloete interest. Part 4& 


7 - Some new 
esters and amides of nicotinic acid [abstract; in BnglishJ. Sbor.Chekh 
khim.rab, 18 no.6:884% D '53, 


(MLRA 7:6) 
« Pharmaceutical and Biochemical Research Institute. 
(Nicotinic acid) 
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FROTIVA M, 


Synthetic spasmolytics of the ester series. p.213 
(Chemicke Listy. Vol. 47. no. 2, Feb. 1953) Czechoslovakia 


SO: Monthly List of East European Accessions, Vol. 2, #8, Library of Congress, 
August 1953, Incl, 
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FROTIVA M. 


Parasympathomimetics. I, Synth etic spasmolytics. VII. Synthesis of 4 new 
sulphur analogue of acetylcholine and sulrhoniw: salts of the "Tifene"™ type. pei? 
(Chemicke Listy. Vol. 47, no. 2, Feb. 1953) Czechoslovakia 


SO: Monthly List of East European Accessions, Vol. 2, #8, Library of Congress, 
August 1953, Incl, 
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to. Exner (Far. bite Rtg usta 2. 
ch.}.. Chem, Listy 47, “ £2)-3( 1948).—AS S 
wer mnetheniam es were prepa. sul- ; 
ACH SMe. from: (MeSCHCH2}S. a2 
CTLOCOC!CH CHICHN SCL (Qe 
honoree Mercere sane 
TNE INH. S04] passed through a 
the satu, treated with Log. 
sh (CHuBrhy the ho ing | evolutions rel hence d 
{continued .2 hra-, fs Oo 
( ¢ ether a 
ov exts. evapd., 3-g.°¢ SMe), 
yg 78-804; 
_ - Similarly were prepd 
; TASS me 154° 
5 2. [from A : 
CCH SP tecompn.)|; Mes(CHs)SMey 
: ixt. of E 
Na, and $25 uxed 7 he 
» CH,CHLCI- filtered, 
: Vresiduc “dissalved “it ‘ 
ood washed with 50 mt. H,O atid distd. ; 
bys 107° ans ‘on heating with. ethiodide, 
Ooo syn, 1bb (desom ri) (from. HO). 2: (de 
«. Feamunat.) (from F OY Ee Es 
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PROTIVA, M. AND OTHERS 


Protiva, M. and others "Synthetic erasaely elena — serve EOPTS P20. PESTOVAI 
i 3 enya apnthoic acid. 3. 3° PIS PRO PESTOV: 

- c acid and l, 2, 3; 4-tetrahydroraph speed 

ear CZECHOSLOVAK MATHEMATICAL JOURNAL. Yol. 47, no. 4, Apr. 1953, Frana, 

Czechoslovakia. 


Uncl. 
$0: Monthly List of East Buropean Accessions, LG., Vol. 3, No. 1, Jan. 1954, Unc 


: + ___. 
— 


SE ES ERE 
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es 


Local anesthetics, “I... Synthesis of she zasioga of Xylo-‘alkutinized with Nu:CO:, gave 28 (33%) 2-(2-chorcnsret- 
caine,“ Viudiniir Hach und Misses: Brouva: (arm. bio- enidelpgridine {EX}, ry. 122-4 (from per. ether). An 
chem, vezkumuy ditay,. Predaet eee prea, Listy 47, anedogeais Brena. ylekfed 40% of the HC? salt of 2-(2-chtare-. 
729-B5{ 1953}.---Analogs of Xylaratve were fore by treat. acefamadavetazcle (KX), im. 162-4° (from) EvOuU-EEO) 
-ing aromatic. ulid heterceyctic anunse with CICACOC! CD), from the reaction. of 40 g. 2-ciino-3-piccline with 48 x. 
and the. CICH:CQ derive with Eetsi GD) Jo 40 y. o was obtained 45 ¢. (probable) Xa, m. 265° Cram EtOH. 
EtCsHyNHs (bra 210-16°, Ac deriv., ui. itaj-8°) in HO EtsO), Rethixing the CICH.CO deriys. 4-5 hrs. with 26 
| mi. AcOH cooled -to 5° was added 80 g. 1 and the inizt. | - 
<“pourcd into a-saln. of 210 g.-ceyst.“ NaGAe in 860 mL-HOO Me 
= to give 101 g. (77%) o- EtC Ha NHCOCHLCI (IT), m. 93-5? 0 ee 
(from dil. EtOH). The analogous reaction of H.5 g. 2 ck eek Mery 
PaCaH NH (Ac deriv., mi. 115°} o ot, 1,75 nile AcOH,’ ‘ 
nd: 60 ge NaQAg in t80 mls 1,0 viclded 20 ¢. (HIGH} a e 
PACUNHCOCIRCE (IN) ni. 06-2% (From ELOUD), 2a a 
* Dibydroindole (3.6 z:) (b.227-80°), 2.3°mb £ in. 30 mi. oe Thin tno ¢ rT Eee oe 
> MeO, and 30g. NaOde in 150.ml. 10 gave a quant, O64 TE in 600 inl. Cott, filtering off the ICI salt of I, 
yield - of: E-chloroacetit-2,3-dihydrotndule (VW), 0 tae V34-8" lerived ue Wee? 1 yaad? give Ea NCHCO eanpas., 
-o (rom BtOH). --1,2,3:4-Tetrahydroquinoline, Wy, 129-32 Uerived. from M-X (the starting CICHSCO derivs., D.ps. 


ron EOE. ky F es ee of the EUNCLLCO compds., and ups. of their HC) salts 
(26 6.) 22 g. Lin 120 mi, MoCO.and 602, NiGAc in 400 inl. and bierates given: UL, bys H3-7%, 137-97, -—; iV, 


HO yielded, alrucs: quantitativel Fy ily Lehlorcacetul-4,2,3,4- oan. phar Pe nis a ive 
tetrakselrogusnoline (VI). A tists of og. (CICCOLO eee iy We bea 10-8", Vine 2 ME by a 183" 
~ Um, 40°, bi 126°) and 2 g, curbazole with 2 i aR ie i tag he 
het heated | hr. at 100-1 3 1 ea 
vt pave 18 p50 . aS AIOE: 
Ge es -bromn EXCH). eflixing 50 EEC salt, 
we Sank. Lin 120 ml. PiMe' a 
He RAVE IGS gy 
one {from EvOH 
gt) 
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PROTIVA, H., EXNER, 0. | 


if nalogues of Artan" p. 736 
"Synthetic Spasmolytics., , Sulp thonium Ana 
eure LISTY, Vol. 47, no. 5, vay 1953, Praha, Czechcsicvakia). 


STY, 
Yol. 2, No. 11, Nov. 1953, Uncl. 


$0: Monthly List of East European Accessions, LC, 
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stesso yee 


Synthetic ¢ erimenta in the eatro 
T1.. Synthesis oi Crystalline ethyl 2-me 
methoxypheny! }eyclohexan- 
af mny stay, ke : Z etd. wi 
“#80 1953);" Collect ae ioe (09 
#1954) (in En ae 5. tt by 
&. UT, mm. 138°, Sa 
ve 60% 1,2,6-hexa 
xin meget 
mL Cit, uxlog 4.9 
Cuf¥y, and met 
Mel gave 3g. (65%) Afe 
none-G-acetate, bsg 115-24° 


” 


{ore and distd. gave 84 g. (74% 

exanoned 

oe ¢ sear iv), by 158 ra) 0; ethyl -2-methyl-9 

only 80% yie } | threnecarboxyiic 4 
t 


| 


¥-1,2,5, 4-1 
128-4 (90-56%) Ss: 


12¢ 


ically inactive: 
enanthrene.: 
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A i ty : 
Se re ee ‘lek. : Ci ek 
‘frarbaxylic aed UN). The Grlguard reaction of 127. Tin 100° “Boe at 140-80" | ~ OM free anid (WV). 138° =x 
mi, Cie vith EtMgBr prepa. from 1.25 g- Mg'and 6 ml. -aq, NeGH-MeCO), oom | v4 arid (V}e im 13S (front es 
EtBr in 50 ml: EtsO yielded 8.5 g. (86%) Afe L-hydrozy-1-! | Raney Ni at 60° and 100 Neat iaitial Bien BD i 
eth [gemethylS-methory-1,2$4+telrakydro-2- phenan{lecne “BE ester of Ay bys 145° tiydrolyzed 04% ‘ “ 17 
(farbarylate, m. 300" (from MeOH), delurdrathd hy balling: “tained im almost quant. yield by the Keaieatan ete. o 
J. gb he. vith POCI, in CsHaN, gave 72% Me Lahslydene-2+. jn aq. KOH 3 hrs. over Rancy Niat §0° and tadatia ‘itil | ; 
a alkyl = 9 -metkory = 1,2,3,3- letrahydro ~ 2+ phenanthrenceer- pressure, in, 03° (from petry ether) Crude I 40 ¢ i Ges 
eas shoxylate (HQ), m. 117 , sapond, by evapg. with KOH in dil. 100 ml; BQ treated 90 min, with 8.5 g. SOCh, the 20; 
“BYOH{ at 140-70° to 80% free acid m, 223) (Keon FeO eae RO eSiise dild. with 100. mi, Cals, the soln’! 
*. which, hydrogenated in dil, NaQH 4 brs, at 50° and BOatm.: | cooled, shaken 3 min. with 8 ml, SaCk decompd. with eh 
“, Unitial pressure aver Raney Ni, gave after acidification, Fund 40 ml. HCI und the. org. "layer evapd ave BD. ag 
. eet ie Gia mec wil COR) Rea a Ate i dabeTes  aadiophengthpatony ts, 
ge br. with.1 gy. Raney Ni jn 20 ml. Me gave 0.17 a. 1 493° : ee ye a. Mss 
2 B5%) 1-Et analog ef Ht, m. 147° (front MeOH). TV. Hae" (com EtOH)... uc ennan! Mle Hitdlteleynon 
:- .Syntheals of Qa-methyl-1,2,3,4,48,9a-hexah dro-9-flucre- ~- oa in cane ers 
0 Enone. 3 [bid. .885-8-—Cyelization, of the ¢ loride of de ean ere ee 
Ooo. benathyl-2- henyleyclohexanccarboxytic acid (1), prepd. by a Hage 
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“mi: BGO). gave O7--7499 - El -1-methyl-2-phenyl-2-hydrozy-- seo Hee 
ecyclohexane-I-eirboxylate, bss 190°; dchydeated.with POCh) es erste ti 
pin” CAHN to 72% Et L-melliyl-2-phenyheeyelohexene- I : at 
<P earboxglnte, ba 110" (IV), Sapan. of IV witlf KOH in diy 
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starnine activity. § moatim: ag&, 
ydrylammoninm . salts. 
Otto Exner, Milo’ 
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aN antihistamine substances it follaws that: the 34 
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OV, Syne) epdasezencearbirylate (V), ber 122", V wes also obtained - 
2 by the bydrogenation-of IT over Raney Ni at 70°, yield. 
3-hexahydro-t,2- BE%.-Bag 120%, Hydregenating 12.6-g. IV in a soln. of | 
Niroslav. Protiva 4.5 g. KOH in'150 mi, HO 2 hrs. at 70° and 120 atm. over 
Ast rine z 1g. Raney Ni gave 10 g- (90%) Lemethyl-24 $-methoxy- 
we Listy 48; 70-1953); cf. hid. 47, 885(1953).—-To a “phenyl }-1-cyclohexanecarboxytic™ edd (VI), m. 156° (frora 
_-  Grignard-reagent_prepd. during 8 hrs. from. 3.8 g. Mg and “CWiepetr. ether). The same product ‘was obtained by alk. 
7.3 ge p-BcC gH, OMe in 30 ml BrO was adiled 27 g. Re }= hydrolysis of V (03% yield }. VE(7Ag.), 4.8 g. SOCh, and 
-” methyl-Q-cycichemmonecarboxytate (2), thy mixt. refluxed 4 crops of GAHAN in 100 ml. Bt-O was aliowed to stand at 
$0 min., decomipd. with dil; HCL, and extd. with Et,0 to give oom ten. 1.5 hes., the Et.O wns distd. off ss cacuo, the 
. OV.G gi (48%) Ee J-methyt-2-(4-metkoxyphenyt}-2-¢yclakex- . ‘casilue mixed with 100 mi, Calls, the Colts evepd. in racud, 
* quedetecarboxytate (IT); be-2 150-5°, and som: (McOCdh}, — and the residue shaken 5 min. at room temp, with 2.7 ml. 
os a 160°; bes 165°, Refluzing 30 min. 42g. 420 ml. 7S %) pemethory-18-methyl-5,6,7,9.12,13- 
) anbyd. CHIN, and 42-mi, POCh, pouring the mixt. onto” CC A., D-methory-Ba-methyl-4b,5,- 
~ fee and HCl, nad extg. with Er0 gave dt g. (94%) Et le: uorenone) (VIE); 2,4-dinitrophenyt- 
‘, meth teellaryphens on (IH). EtOH). A better result 
“thgug 140-3*; bag 150°, Adding 3 g. Ill dissolved in 20 ml. TAs. VI with 7.5 
EtOH toa soln. of 7g. KOH in 5 mil. HO: heated to 140°, 6 
~-evang. the EtOH, raising the temp: to 19)? and keeping it 
there for 15 min., dissolving the K salt in 390 ml. HO, extgy” - 6 g. & 
. with Bq0, acidifying the aq. Isyer with HG, and extg, agalt N 
with BtO yleided 2.6 g. (91%) Jo-methyl-2-(b-micthoxypaeny!)- 
aes Rcyclokexene-Tcarboxylic ocd (IV), m..75°. (from pete. yl 
ether)... Hydrogenation of 19.5 g. TMT in £0 ml. ErOW over. 5.6,7,8,12,12-hexabydra-9-Gxscr esta (VIE), bs: O°, ma. 
- -PdCh gave 19 g2(97%) Et Iemethyl-2-{4-melboxy pkanyl)-I- 108-9* (front Bt-G-petr, ether); CRORE, 
RO NN gS Nal te Ee a vm. 14-5° (fron Cetfienety. ¢ sala. 


> peend. fran 7.4. Me in 45 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3" 


"APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3 


ae ys as 
ee sha ‘fan 5 aoeabibacies m. 57%} in 
wis ndded 55.5 g. 1 iz: 60 mb BO, the mixt...- 
, decomp, with dH. HCl, extd. and evapd. 
", 2-bromonaSkihalene, in. 67%, 3,285 
mi: Tee nad 5g. (69%) EL fometgea(t- ; 
Leyo'ohexanel-t-carbncyfale (1K), 
Ae muixt. a Ae me ie se 
} ive OH g..{7d L-methyl-2{Z-naphikyl}de 
a Sats 170-5 ces + ma 5 
Ls AS ae areect Ua Ge 
attan of. a8 


be Ni at§0* and 130- = 


[ meth e ,f a : 


panne Lbineo-9fluniendia, by “Bs6-00": vi 
Sig dinitrophentksdrazone, m. oe Pa wy f, A Heli 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3" 


2001 CIA-RDP86-00513R001343320011-3 


Raa 


"APPROVED FOR RELEASE: 09/19/ 


aetna 


~ 


(/Herout, V., Kell; B., Protiva, M: Hudlitke, M., Best. 

7h, and Gut, J.: Laboratori teetthika organické chemie._: ; 

Chi Progce: Naki. CSAV. -1054...756 pp. Kés 80. Re - 1 
:) See aaa 


: 2 o we 7 ate "viewed in Chem, Litty 49, 1413(1955). emer : 1. i 

. : pf: Herout, ¥., Keil, 3., Protiva, M., Rudlicky, M., E 3 S40 and Gut, J.: — | : 

fed Oxganio Che hemistry Laboratory Techniques. Publishing House CSAY. TO5U> . & 
pre se Topp. Kea. 86. Reviewed in Chem. Listy¥9, 1415(1955).. i ie 
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Salfonium analogues of physiologically effective awsonia salts. 
Cesk.farm. 3 no.4:138-145 Ap ‘54, 


1, 2 Vyzkummeho ustavu pro -farmacii a biochemii v Prase. 
(AMMOHLA, 
*gulfonius analogues of physiologically effective 
ammonia salts) 
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» Chen, Cem 


& Inst... Prigue). : COPEMTON“CeechaslonF.. . 
19, 184-0(1954)Gin Bniglish),—See CA! 
DAS ea tie See nt. ! 
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Synthesis in the estrogene hormone group. Part 1. m-sethoxyphenylacetylene 
Lin English with summary in ieoeiaal. Sbor.Chekh. khim.rab, 19 no.2:330~ 
332 Ap '54, (MERA 7:6) 


1. Pharmaceutical and Biological Research Institute, Prague. 
{ Estrogens) 
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PROTIVA, M. 
JILBK, J.0.; SIMAK, Ve; PROTIVA, H. 
“Sem starting peat ew RL a 
Synthesis in the estrogenic hormone group. Part 2, Synthesis of 
crystalline ethyl 2-- pet hy1-2-carbethoxy-5-(4—methoxyphenyl) cyclohsxan- 
Jeone-6-acetate Lin Bnglish witi summary in Russian}. Sbor,Chekh.khin. 
rab. 19 no.2:333-339 Ap ‘54. (MLRA 7:6) 


1. Pharmaceutical and Biochemical Research Institute, Prague. 
(Ketrogens) 
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:o Synthatic experiments in the eatrogenl¢ hormone series, 
1.” Synthesis of racemic t-ethy!-2-methyl-O-methory-1,2,- 
3,4-totrahydro-2-phenanthrenecarboxytic © aeld. . Mirgstav 

7 Frotiva, and Ladvik Novik (Pharm. Biochem. Rescarc 
| (2 Tast., Prague). Collection Czechaslov. Chens, Communs.19,° 
Mabe £58~40{ 1054 Xin English). . See C.A, 49, 167f, IV. Sya- - 
- ‘thesis of 9a-mothyl-1,2,3,4,42,9a-hoxahydro-9-Aluorenoae. 
Miroslav Protiva and -Ludvik Nevék Pharm. and Blo- 


chem. Inst., Prague). id, 641—-1(in English).—See cA, 
49, 1978. BIG 4 
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" substituents {a various positions of the diphenyimethane ° 
i radical on the hydrolysis rate corresponds to the theoretical 
considerations. The rate of hydrolysis and antihistamine’ 
activity parallel each other though not without excentians.: 
“XXXVI. Preparation of p-aubstituted analogs of Antistine.: 
TH O._ Tilek, Josef Pom kARek, aud Miroslav Protiva, - 
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PROTIVA, M.; JILEX, J.; POMYKACEX, J. 


“Antihistamine Substances. XXXVI. Preparation of Some P-Substituted 
Analogues of Antistine", P. 232, (CHEMICKE LISTY, Vol. 48, No. 2, Fab. 1954, 
Praha, Czechoslovakia) 


SO: Monthly List of East Furopean Accessions, (FEAL), LC, Vol. 3, No. 12, 
Dec. 1954, Uncl. 
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Sta Feo erie COS z 


i PROTIVA, Mnirectarr a : Ree i a. 


ay t 


: Antihistamine substances. XXXVIL. Sysithctic sxseame~ Cyl 
= Syues.” XP. Phossuoniom salts. Comparison of activities, at 
C Z E c Hf _ of varlous types of onium 2alts” Mirashiv Pretiva und Ottos3¢ 


Uxnee (Vyzkuny iistay farm. Greene PHBE) Che. ~ 
Listy 48, LFTB O31); | Collection Czechoslav. Chem. Cora+ 
mets, 20, MOVIES Hin Uanlisits ef. Cad, 49, ATi, 
 2ehg.a—-Addition of ThCHOCHCH AL (Land Cl Ph- 
2 : : su CHCOCIRCH IE UD ta ERP gave-P analogs of Benadryl 2% . 
ce a8 ‘ ane Tmsentine H. Refusing 47.4 gC. yPhCHCOCI (TIL) : = 
4 : ; and 34.5 g. ICH,CH,OH in 140 ml. Cale 3 brs., washing the 
. : : a: 3 volt. with 1,0, 5% NasS:0;, and agaiit H.C), and evang. the 
: - sola. yielded 73 F II, m. @4£° (from aq. ELOH), bes ISS-01 2, 
Heating 0.6 g. U1, 0.5 mi, EUOML, and 3g. BGP (b. 115-25°) 
8 hrs. at.120° in a sealed tube uuder N gave 7.0 7. ClluPhe 
-CHCO,CH,CH;PEtt (IV), mt. 123-4° (from Me:CO. and 
Et:0).. Heating 4.7 g. EuP, 13.5 ¢.-I, and) ml. EtOUl 
nader N in a sealed tube 6 hrs. at 100-20°, dissolving the 
oil in 10 ml. EtOH, and pptg. with 2,0 gave 3.53 g. Phe 
CHOCH:CH3PEtI, m. 120° (fram EtOH), and HOCH 


LPM HK 
2 4 extranet OM 
Pa eee Baw 
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NES te = 


/2001 


ne 


“Trasentine H. 


| :HCipp 


2 PEIN heat eee ae nee armen bebe et open te ee ce 


MAR STL OS Peatviss 


> CH PEG, am, 897% (fran Btu), PRCHOGIRCIENEG, 
“prepa. by alkalization of § x. HCI suit, wes treated with 5 g,. 


HU to give 6.08 22 PICHOCH-CHENEN!, «2. £39° efron 
ROH)... Treating 4.9 ¢. UE with 2.9 2. HOCILCIENMe, 


~ and 16 mit. Coble yielded 7.9-2. Cee CHCOLCH CHAN. 
2 Mead Cl, m. Wd! Grom Me CO-2001, °° The Trev base (12.9 


g.) liberated fron the HCI sult was trewed with 8 ¢. Mel 
to give 10 g. CoH PHCHCOCHL CH NMeak, a. 1627 Groin 


EtOH), “Refluving 3,7 g. IL hrs. wite a sole. of LfeSNv 
- iprepd. from 0.23 y. Na in 10 ml, MeOH aud from MeSZE,, 
‘evagg. the MeOuU, washing the residue with water, and. 


eatg. with CH, gave 1.9 g. CAS VACHCOCH CH SMe, 


Jy 180-00", | Mixing 1.8 g. of the sulfide with 2 ml. Mel: 


gave 2.06 g.. CHuPhCHCO,CH,CH;SMel (VY), m. 101°, 
Spasinolytic action of [Vand V is much higher than that of: 


“NaOH 6 hrs, at 00°, and treatinent of the base with HCI in 
“EtO gave dthydrochlorile hydrate of PlCHsNPhCH,CO- 
NHCH:CHiNH, (ID), tt. 185-7° (decompn.) (fron EtOH). 


Reteloet 3 hrs. with H:O tots an oil from which abs, alc, 
-anhyd. mono-21Cl salt of H, m. 188-6", whereas br 
the presence of YO was obtalued dé-/(Cl srlt Asdrote. 
lsoth salts give identical HCIO, salt of IZ, m. 125-87) . 

: M. Tudlick? 


: TH. Hydrolysis of 2-(N-benzylanil-’. 

. inomethyl)imidazoline. J. O. Jilek and M. Protiva. Chem, 

~ Listy 48, 1684~8(1054).—Alk. hydrolysis of PhCH, NPHCH.- 
:C:N.CH:.CHs.NH (1) sy-heating the HCI sult of I in aq. 


ord 


CIA-RD 


ia 


P86-00513R00 
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“i-St "o£? Gansiioale ‘blocking stents. IL Bls-quaternary salts © ~ 
vf E nV; jy‘ derived from i,5-diamiho-3-thiapentane. Milcd Borovitxa | 


+ vain 


STy AB, 1ST Bt z 
! ~ Consmitins. 20, 270-0 WE); ibe 
Condensation of Netieabatituted Q-antinocthylneresplides 0-7 
with, Naisubstituted 2-aminoethylchlorides, and the sube 2. 
sequent reaction of the products with Met or Et gave b 
quaternary ealts derlyed fram 1d-dhaning-thiapentar : 
» The compounds cesensbic In yangiloplegle action thelr analog : 
pentamethoniuia lodide, “The -mercaptans were prepd. by | 
‘hydrolysis of the sothiuronium hydrcthlorides. Isothiuro- ¢ ” 
nium hydrochlorides fyfeld in U%, m.p.} and tnereaptans = 
pd are given: MeNCIHCH SCG NH NHHCL 90,200 505 
78-80%, MaNCHCHSH (1), 124-79; EGNCILCH,SC- 00 0 
‘GNH)NIRUCL 73, 192-35 EQNCHCH,SIL (IL), ba” © 
, 65-06%) GH NCILCH SC(: NHN CL 72, 220.5-2° 
{decompn.), CPbaNCHiCHSH (10), byes 83-7°7 RCH | 
- CHSCh:NHJNH;.HE! (R-morpholine), 05, 285-6° (de- - ° 
‘ compn.), RCHCUSEL (IV), bis 05-77. Yielils of mereap~ tw oe . 
tane were $)-40¢. Asa by-product, (tiNCHCH))S, bye eG 


roe 


144-3? olated. Adding 12 g.T tou soin, prepa. from : 7 ie eat OF 
27¢ il G0 cal, KOOML, treating the mixt, after 40 vain, i 
svitl 12 2 “CHA EL i 20 tnt. EEOEE, refluxing the = Cae 

= tuixt. thes. i yofl the silt, evapg. the filtrate, dig. the ~ i ay 


sesidtte with 1 ‘ y, washing with HO, deying, and 

ded 2 2. (60%) (Ma NCHiCH2}5, bo 

bigueth 5m, 2O1-2°s brsethiodide, m. Wtr-7". - 

uiy were prem, floor the corresponding eliorides and 
mereaptides, (Gt CUCHs LS (from I ha 76%), bye 148-72; 

_ bismethiedide, ms 260-00"; Lisethiodide, 25R-0°, (Cilfiere | 
NCHICEGES (from Wk in 53% yletd), bee 180-2°; base ! 

~ methiod ide i. 258-7 °; bisethiodide, mv. 244-62; (RCILCHLbS 
(fram J¥ in low yield), tia 196-2007; bismethtodide, m, 
M5-6°. M. Hudticky - f' 
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a2 Wienke Giatteo koran mae 
= pba caked ies qe lag peor dass, nie Sedoteeh me Sew redinte 


( 


Synthesis WR est¥ogenié Hosddnes | Breup, “OVE De cH 


C vA Ec nyrlvatives:, ae _syeleauxunol-2, 3-dicarbox <i. 
Exe suid sis g y 


htt 


: chen. Sates Rei. Leese 
Bley Starting wilh hyd 7 3 
: synthesis: of &-elhgi-d ¢-kodr Ba 1 bet le Me: ¢ : 
danedione wag nttempied. Low the intermedi« |, . ot 
‘ates and vuonduplieabiliry of the hydrogenation of the aro- 
nictic derivs. to the alievelic anes made the synthesis im-— 
practicable. p-Benzoquinour, KCN, saad ESO, gave 
> 16% 12,3, &(NCLCHAGKh, hydrolyzed with 599, KO 
‘to 70% 1,2,5,6-,HOC), COM, 2h’, decoman. 
(from HO), which gave 60% 1,2,3,6- {Mew,C Cutis Ott 
. 1), m. 140? (from H,0), Acetylation of I with AcCt iss 


Bee ea © CHEN gave 47% 1,2,3,0 (MeO,ChCd (OAC OH) (TD), mm. > ty 


“1189 (frau FRO). Hydrogeaation of Min EtOH over Ranvy 

ONE at 120 ati. and 180° (no reaction vt 140°) gave, after 

thr. " 3096 2,8-(MeG.C). CH CONC}, by 150%, Dedra- 

gouniion of 4.42 x. Lia Bi} ah. ACOLE over POs (G4 ao} mauve,” 

after f4hrs., 2 yt 2.4, HE McOC)GH OAL), ha, 105 0" 'S 
Hydrogenarianu ‘at uot: Lie Sink. MeOH oyer sy. Rosey 

Ninf 100° and 130 nt. seve; after Zhe. BG pe. of ae . 


r 
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Sa aes 


- OTTO -F XHOR - 
“ystercolsomeric mixt. of 1,2,3,6-(Me0-C).GHAOH): (HD, 
*, "Reg 183°, Treating 17.5 g, Tit fn Sink. CoH with 7.2 ¢. 
iG\HAN and at 40°.with 6.2 g. AcCI Rave 10.8 g. stercoisa. 
cieric mixt, of 1,2,3,0-(McO,C)H(OAcK OH} (IV), bees, 
j100-5°.. Treating 13.6 ¢. IV in 100 ml AcOH during 30! 
~ att. with 43g. CrOy dissolved In ml. #10 and 29 mf.. 
PAcOH; stirring the mixte with cooling one hr. longer, adding: 
13 fal. EvOU, evapg. the mixt. in cicue at 45°, stirring the: 
‘tesldne with 100 ml. HAO, extg. the mixt. with Gil, and 
“ydtslg. the ext. yielded 10.6 R. stercoisonicric mixt. of 
3 Oar Gosste) Ct(Co,ntd.cliebkey Cle Cl CV), bya 


103-72", ‘Adding 10.5 g, V to 1.1 g, Na dust ia 20 mb, Cah, 
“feéfluxing the mixt. 4 hrs., treating witl. 3.5 gz. Mel, and Tee 
i fiusitig 4 more hrs. gave 6.4 g. €0.CMe(COzMMc}.CH(CO3-, 

Me}:CH(GAc).CHs.CH; (VI), bos 148-622. Shaking 4.1 g.. 
Pia are ' 


: VE wilh a dalxt. of 10 mt. PhCH,SET, 1 g-anhyd. ZaCh, and 1: 
' g. aiihyd: NasSO, at 9°, letting stand 3 days, extg: with 
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FSA RR SRE AES OES EE BG EAS ag ena 


SARS Rav SER oe CRS a EE 


i or Te eek 4 we 

: CG aud evapg. tlt 59 Aaa 3.8 g. crade mereapt: ate of 
VL. This (5 g.) was tellused f hws. with stirring with 13 ml. 
suspension of Raney Nj in {5G mi, HOt, Hlteret and evap: 
it vacko. “The reshlue diwolved in UO ml. FeO, cofxed 
with 20 mb. 20% GH in tO 4 hes., evap, in arin, dis- 
solvent in OD md. HO, aciditicd with ACE e vapid. fa radia ur 
dryness, anul extd. with Bn gavea ghssy resithue whieh w 
alissotved ia 40 anh Are, treatud with dry HCL cvs 

“and dlisted. to give 1.4 g. of a mist. the nmnatography of 

: phe: over ALQ, yleldal-Q,7 ‘g. steteuisomeric BBExC, 


C1 Costey, CHIC “AY. (CH. CpeCOM ft, bey 17 ¢ 
stemp.j. 274 MeO CIC NO,, tr. rca hydro, 
“McOH over Rancy ot ammral pressure gave é 
(MeO.C ON ik was transfe ead via the hi. BeO4 
cnimm sdt in 20K to 2GLBcO.C CLO (VIS, bs x 
ete m. 58° © (meacbydrates. Anhyd. Vilins 64-8. 
Sspon. of VIE with KOH Kove 9595 dix cid, m. 1607 (irom' 
E EuO-petr. eeher}. Hydroge: ustion of tg. VE in i) wot 
MeOH over. Rancy Ni at 160-80? and 120, aint. save after; 


TYRESE meena tem eam eg Re em me egg 


a 


“detoratogr any 0%! ICOM: “CH{ON). (CHy). CHCO,: 
Ms OVID big 106%) Aud, dette. aba ae oak res 
Oxpdal ui of xb Be. MEE Sib inl, MeQEE wi Cit 

_ ties of 3.4 Fah: HO dad! ot ml, ACOH sit f 


. Beh gree mgr? - 
ispildendextyi g3.t 4g: (ON CC UGICH. éico, 
Mey. dy t085-110? aye ee M. “Hudlick 9.5 


: ‘ 


‘ 


Beer etr inewe 


rAL" 
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nn rere or 


2 Aitydroxpalleg esters of nicotinte acld: -Zeleutke f, Vellbtete 
Pe ate ul Sa Czech. -84,165, biny 1, Tone 
Ho . Nieatieyrelforale fl HOCH) .OF GD (where #3 2-8): 


give products showing high vasodilatory netivity, low foxes 
ficity; und high soly, in waters LLt.1 g. ia 20-0. dry Ca oo 
\ in slowly added to wv inixt. of 20 g- WD (se 9), 8 ate dry 97) * 
pyridine (HD) und 3 int, Cli, the duixt, dild. with water to” 
gop. 4.0 g, ethylene glycol dinicotinate (nt. 128°), the filtrite 
lkalized sith KjCO;, and extd. with CHCh, anil the product 
“dita, -yielding 87%) HOCH,CHy ester, by 142-4, of nico - 
State acd plerate, m..198? (rom eH Pig. 18 2.7 
WE (n= 3), and Banl. LET iy 56 ml. Calls yield 3.5 g. trimethy?- 
“eng glycol dinicotinate, m, 95°; and 4,43 gz. HO(CH,}: ester, - 
- bar L442, of nicotinic acid (picrate,m. 106°}... 314 grands 
“15.0 g. TE (-=:$)-in 8 mi. HE and 30 ml. abs: ether yield 0 0S 


* §,84 go HO(CHg)s ester, be 160°, ‘of nicotinis acid: very: 
‘sal-in ethers picrate, mi. 166° 17... g.and 10g. 0 (a = 6) 
in 4 ml. UE and 20 ml. Galt, yield 28 ¢. HO(CH;)s ester, ; 
= bea 178%,ref nicotinic acid; picrate, m.68°s | Tyeafaddn 
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MaAthyl ethers with antlhistaminic and antispasmodic prep- 
erties... Mirustay Protiva.. Czech, 8$,863, Oct. 2, 1055, 
Physiologically active haste ethers PhRCYZOCH.CIENK, oa 


3 QD Gvhere 8 is alkyl, 2 ix Hor alkyl, and ¥ isa hotermeyctic nee 
Ting HE Pred by condensing campds. derived from : ay 
‘substituted ethanolamines of the type OHCH,CHANR: ' aa 


with PhCYZOlE (If). The aleoholite prepd. by pouing & 
g.TL[Y = Me, Z = 3-pyridy! (D] (IV) with t-0 g. NUNtl, 
: ee ne: eer . ~ in benzene was reflirxed 6 hrs. with 3.4 g. CICH,CHsNEt, 
a apts te : eve Sgt one on ~ yielding 6.7 g. L(Y = Me, Z & Il, R = Et), bow 160-72°; 
oe pL hee 5. et ~ + ° dipierate,. mo 135-7 (Gor.). (fram acetone-EtOH). IV... 
* (5.0 g:) and 2.7 g. CICHCH,NMe; yielded I (¥ = Me, \ 
-.@ = I, R = Me); UWipicrate, m. 172.5-4° (cor.) (from - : j 
* acetone-lioxane-EtOH), IV (5.0 g.} and 3.7 g. A-piperi- : no G 
dinoethy! chloride yicltied I (VY = Me, Z = OI, NRy = : ‘ : 
Piperidino);. dipicrate, m. 152+4°- (cor.) (from dioxane- ; ee Ore 
*acetone-EtOH). : 0 (¥Y.=.H, Z = 2-furyl) (8.7 g.) and 5.3 hee 
. ge CICH,CH,NMey yielded I (¥Y = H, Z.=.2furyl, R = ae fi 
- Me), bes 116°, which gave.pmstable products with HCI and 2 
: picric acid but eryst. adda. products with alkyl halides 
has -, and esters of inorg. seids. Also prepd. were I (Y. = Me, : 4 
: @ = IN, NR: = morpholine) (dipicrate, m. 173-4°) and ¥ x Min any 
WekE,2=< i, R = Me) (dipicrate, m. 148-50°). . . : . 7 
Czech. 84,864. Direct, condensation of tertiary 3-pyridyl- 7 
‘ sarbinols with p-aminocthyl, halides (without prepg. alco- a 1. 


; Ln ViK ) 
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fe 
NaNtt 
4 8. NaNty, 
as ; uxed Ae jhrs. decampa, Wid , 
: hé o Product wa homage on ALO; - 
re at wit" Colt f, yielding Eley Me, Z =r Row 
et); dipienite 13 (from Rane EtOH)” Also 
Prepd. were thie’, illawine i {Y, % 2 R, and ry “D. Of dipicrate 
given): " Me, Tig? Mo, 172.5 ne Bcetonedioxane. _ : 
7 Paks B Reon); Me, uy, NR; = Piperiding: 152.48 (from dioxane. ma’ 
te yee yectouce-EiOH); Me, It, NRy ns jwophotino, 173-42 | 2 
(from dioxane). and. J2¢ IH, Me, 118-52 (trom Phac- . a 
- EtOH), dimethylantinnetin Y)-1-(p-r ty) -1. 3 py. i f 
“tidy Tegh, ne dinie: Mm. 155~7° tom MOxXNeAeetonne C as 
FtOH), umd] reat Mi l- -(l-naphtiy)).. foe 
(Chpyridytyg. Uhane ipierste ie sg ws (frons Vhac. “HICH, 
Were lees prey nd, ee J, Urhinet: 
4 ia . 
f 
ee 


a Se a 
a wate 
/ / 
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i: : S | kitom wads with agatihistamine and antispasmic activity: ; sawed 

ee e ae aaa Protiva,. Czech. 84,865, Oct. : A_ eran: 
an ; “Condensation of 2-(f-m mmethoxybenzylamino)pyr ; ; 

ree a with - copie or 2-morpholinoethyt halides 

. BR ore is ee amine biol. activity, fag! high i 


ioe Hy 5 g. 2-piperidinoe st ehtoride a ‘BAg. Marra 
~the inixt. allow ig ‘in i brea 


ixéd on a steam | 
‘bath 6 hrs., dild. , and the ext.” 
distd... yields cat ihe inact aia, 
: : widine, b, 220-8°; monopicrate ( m. 122-3.5° 
Boe nig Ae a rom EtOH). oi Ge was se ot eis oepbeneyl- ; 
Pe i oe Oe, os (% erphatnscithomielporine sesso fnonopizrate ee 
Re ewes 3 yee _ (10%) L. J. Urbanek 
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ty pytidyleg 

>» balides-wi i . guard reagent 
‘ : en 

_- dtepd. from 2, - b EtrO trected 
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J pRoTye sae | 


‘ LS shbee: in eatro seats hermanes up. “YI, “Derlva- 

j tives He cyclohezanol- -2,3- dicarboxylic acids. Otta ‘eam 
‘and Mir at ” Collection Csechoslov, Chem. 

. Lmuns. 7 ) (in Bah) — .—See GA. ai 

pee ee 


Ps ee a pence HE, i eae 


5 


Te Te STE a ee 
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VA, MIRE SLA V 
“YZ Syathsces siregenic hormone grotip. Vil. Crystalline™ after chromatography, 1.15 go isouierte lactone (LV bj, bo. - 
oe | syatscen a earueractiony 5 (PT er oa & 195-200° (bath temp.)- Reduction of 2 g- Yila with 1.5 g- 
ik hexanone-b-acetats and aiteripts to eyclize ster som Sric LiAIH, in 150 ml. Et,O by refluxing 39 mis. gave after 
\2-methyl_5 -( meihoxyphenyl)cyctohexanoae -6-aectic chromavegran 1.2. g. J-mt of -5-{ p-metbory phen. = 
- \ acida. . yid _O. Jitek- and Miroslav Protivit (Vozkumngy U- (2-hydraxvethyl jeyclahecananc, 5 0198-2°. Tia (08 3-) 
ae Gstav farm. biochem. Pragucl che Tsty 49, 90-105 was transformed with 0.7 g. PCh in 30 ml. CcHie to its chio- ” 
| (1955); Callection. Ciechoslor. Chens.- Communs 20; 763-716 -side which, treated with 1 int, Sal, 3 lrg. at 0”, give, after 
See {hos5}cin German); cf CA. 49, 11508e.—Reésterification of ; decompn. with 15 ml. 3 IC}, 0.05 g. Ila and 0.10 g- ofa. 
> hg. Bb Pmulhyle2-carbetnory-S4 prinethoxy phe ee eee lactone (Va) of alhl-&-pemethaxyphenyl) 2 ydros Ys 
one-G-acelate, (1), Im. 84", by refluxing hrs, with 42.5 §.° : - eyclohexancacelic acid, bo-s 290-10°, m- 116-17? (from Me-~ 
MeOH an 10.07 Na, decompg- the cooled mixt with | ; OH), sapon. of which gave Ia. Catalytic hydrogenation of © 
. 60 int. H,0, extg. with Kt, evapg.. thé ext. and dis- 190 mg. ¥a bt 10 inl. ACOH with Pd and 0.1 ml, HTIOi gave 
_ -yolving te f idue (4.8 g-) in 20 ml. 80% a4. MeOH, and 40 mg. of an isomer (IVa8) of [Vaa, m. 109-2° (from McOH). 
ee cooling - yielded 4.2 g.° sfe amet yle2-carvomethoxy~5-( Re Similar cyclization of 2 g. Hb yielded after ether extn, and 
.  methoxyphenyt Iohexanone-B-acelale, m, 97° (from 93% chromatography 0.5 g- of a stereoisomeric lactone (Vb), 
MeOH). Sapdng. 35 g. liquid 1 (the mother liquor from” eee) 205-15°, mm. 09-103° (from MeOH). Thermal cycli- 
‘ the crysta. of 1) 0.4.49, i970) by refusing 10 brs. with 28 . : zation of Ila by heating 0.4 g- Ha 10 min. ot 240° gave, 
Ed . NaOH in 250 tal. H.0, dilg. the mixt..with 250 ml. H:0,5 °°’ after distn. $n vacra, 250 mg. of a mixt. of Ula and Va 
eee es acidifying with ACL filtering off the 6 g. of erystals (isomer - ; which regenerated Tfa on alk. hydrolysis. Partial hydroly- 
b . Yla), ms '206-9° \(from BtOH), and extg- the soln. with : - sis of the liquid portion of L (7-4 g.) in 20 ml. EtOH by re-" 
cools. Sty gave 7 g- stercoisomer (IIb), m. 138° (from CHa), of fluxing 5 hrs. with 1.1 g- KOH in 100 mi. EtOH gave 4.4 g-. 
- gimethyl 5+(pom iosyphena elhesanet apy acid. ; a-melhyl-2-carbethoxy- 5-(P-mathory henyl cyclohexanone -6- 
raee.* horic acid (160°) heating! | - acetic acid VI), which treated it 100 mi Hy at 0° with 
fee i in. ing dilg. wit! 00 g. ic¢, an 4g. PCls, the eruide chlaride shaken 15 min. at 0° with 4 ml 
we 4 g. of a lactone (Ifa) of Bemethyl-G- 3 SnCh, and the mixt.. decompd with 20 g. ice and 20 aw 
b- L-eyclohexene-I-acetic acid, Mm. , : HCl, gave, after chromatography, 1.2 g- (probably q. 
. ch regenerated Ila on alk. hy-! methyt-2-carbethoxy-7-(P- methoxypheny})-1,9- iox0-1,2,3,4,° 
drolysis. atment of 6 g. Ilb by heating with 25 g- 4 eee 7a,9,10,10a-octahy drophienanthrene, boa 200-10°. TO. 
typhosphoric acid Ghrs. at 100° gave 4 g.crude an 2.24. : verify the formation of unsatd. lactones, 4.3 g. cyclohexa-, 
_ pure stereoigomer Hib), bag .210-16% alk. hydrolysis of? none-2-acetic acid, m. 2-4°, was added to 22° g. poly-' 
~ Catalytic hydrogenation of 2 g. Tila in 40. - ; hosphoric acid at 160°, and the mixt. heated 10 min. at, 
in the presence ‘of 2 ml. 60% HCO, gave: ' 150°, decorupd. with 100 g- ice, and extd. with ether to give: 
act) 0 a satd. lactone of ‘S-methyl-6-(P- . : 1.8 -g. lactone of a hydrovy-hna-cyclohexaneacetic acid, bys 
orycyclohexaneacelic acid, bes 185- : 102-5, mi. 20-22°. In. connection with the syntheses, 2° 
80% MeOH) ‘Similar treatment of . ‘ mixt. of, 13.5 g. B . coathyi-a-carbethoxycyctonexanone 6, 
. ‘O;Et was heated 


e' . 
0 es ind. HICIO, in the presence ° 
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+ 


|.) "100%, decompd. with 50 ml. 10% 


AcOH, and the org. layer -. 
_ _~ Washed with 60 ml. 10% NH; soln. and distd. to give 10.8 g- 
al pte ss Sa .: Of @ mixt:-of stereoisomeric 2-methy}-2-carbethoxy-1,6-bis~. 
— : a ae Co HE er carboethoxymethyl)cyclokexanols, the dehydration of which». ~ 
wt : ; 1 (5 g.) by refluxing 3 hrs. with 60 mil. 85% HCO gavedg.- 
. meric unsatd. esters, di-Et S-methyl-S-carbethoxy-l-cyclo- 

hexene-1,2-diacetale, and Et a-methyl-2-carbethoxy-G-carbeth- 
oxymethyl-Aba-cyclohexaneaceiate, Yes 130-5*. Infrared 


spectra of Tila, [Vea, and Va ore given. - MM. Hadlicky : _ : oo 
ee - 
?- : 
weer hammers ai eee eee oe ee tok. 
- ee p 
Sey 
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PROTIVA, M.;BXNER, 0. 


Antihistamine substances. XAXVII. Synthetic antispasmodics. XI. Phosphoniun 
salts; comparison of the activity of various types of onium salts. In Meglish. 
Pe 210 


Vol. 20, now. 1, Feb. 1955 
SBORNIK CHEXHOSLOVATSKIKH KHIMICHESKIKH RAPOT 
Praha, Czechoslovakia 


So: Eastern European Accession Vol. 5 Noe 4, April 1956 
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CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic E~2 
Chemistry. 


Abs Jour: Ref Zhur - Khimiya, No. 8, 1957, 26840. 
Author : lay; Simak, Vladislav, 


Protiva, Miroslay 
Hach, Vladimir, Exner, Otto. 
Inst 3 


Title : Local Anesthetics. III. Sulfonium Salts, 
Orig Pub: Chem listy, 1955, 49, No. 2, 222 ~ 226, 


Abstract: With a view to compare the local anesthetic 
activity of analogous nitrous and sulfurous 
compounds, the following substances were pro- 
duced: of the novocaine type - 2-methylmercapto- 
ethyl esters of n-amine (I), n=butoxybenzoie (IT) 
n-metoxycinnamic (III) and n-metoxythiocinnamic 
(IV) acids; of the xylocaine type - N-(methyl- 
mercaptoacetyl)-2,4~xylidine (V), 
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N-(methylmercaptoacety1)-2-methy1-5 6,7,8~ 
tetrahydro-l-naphthylamine (VI); of the per- 
caine type - 2-methylmercaptoethylamides of 
2-chlorocinchonine acid (VII) and 2-butoxyein- 
‘Chonine acid (VIII), as well as iodomethylates 
of I to- VIII. Iodomethylate of II has the same 
activity as novocaine the activity of iodo- 
methylate of III is 264 of that of novocaine. 
The analogy of the physiological activity of 
sulfonium and ammonium salts extends also on 
the local anesthetics. Iodomethylate of VIII 
has no local anesthetic action. The mixture 
of 8.25 g of ethyl esters of n-aminobenzoic 
acid, 16 ¢g of ,2-methylmercaptoethanol (IX) and 
0.05 g of Ne was Slowly heated with distilling 
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Abs Jour: 
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Synthetic Organic E~2 
Chemistry, 


Ref Zhur Khimiya, No, 8, 1957, 268k40, 


(from alcohol), The gleohol solu- 
tion was &2eotropically distilled off with 
3 hours? time from the mixture of 
ONa Solution (of 3,4 g of Na 
and 16 


e organic layer , Field 50%, boiling Point 182 — 
190°/1 mm, melting point 4s 9 56°, lodomethylate 
2 mols ‘of IV pe 


per i mol of CH dy melting 
Point 110° (from alcohol), ‘) 


of methylmercatide of soc 
N-chloracetyl-2,hoxyi ics 


rsa oda etl eect ee 


KA Na tate 5 
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was boiled 2,5 hours, the filtrate was mixed 
with 150 ml of water and V was Separated by dis- 
tilling the ether layer, yield 65%, melting 
point 147-148° (from petroleum ether), iodo- 
methylate, melting point 102~103° (from alc.- 
acetorie), The mixture of 20 ml of alcohol 
solution of 3 g of IX and of the solution of 6.5 
g of N-chloracetyl~2-methyl-5,6,7,8=-tetrahydro- 
l-naphthylamine in 100 ml of hot alcohol was 
boiled 2.5 hours, filtered, alcohol was dis- 
tilled off, the residue was mixed with 100 ml 

of water and 100 ml of CéHe, and VI was separa- 
ted from the benzene layer, yield 59%, melting 
point 146-1479 (from alcohol). The solution 

of 50 g of 2-methylmercaptoethylchloride in 
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500 ml of alcohol, saturated with 

at ~10°, was left staying at 0° He 2 aa 
alcohol was distilled off, the residue was’ 
decomposed by the solution of 40 2 of NaOH 
extracted with ether, and 2-methylmercapto— 
ethylamine was Separated through chlorhydrate 
yield 10%, boiling point 140-1500. theerat’? 
ae of 3 g of 2-methylmercaptoethylamine 

7.8 g of chloranhydride of 2=chlorocinchonine 
acid and 50 ml of CgHy was left Staying at 20° 
for 1 hour, washed $4 h soda solution, the soda 
solution was extracted with ether , and g of 
VII, melting point 146-1479 (from benzene-ether) 
Was separated from the benzene and ether extracts 
The mixture of sodium butylate (of 0,2 gofNa — 
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and 35 ml of oe OH) and 3.6 g of VII was 
left at 20° for fours and at 80° for 4 hours, 


boiled 3 hours, washed with water, the aqueous 
layer was extracted with ether and the combined 
butanol and ether extracts were distilled down, 
368 of VIII, melting point 107 to 108° (from - 
2 


“ual alcohol) was obtained; lodomethylate, 
melting point 108-110° (from alcohol-ether). 
See RZhKhin, 1955, 21207 for report II, 


SR om ya 


BEPROVED FOR ia maaeaas dal he con ale Aidit pchee heh dar 3 


EROTIVA, AIR ESLAY 


CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic 
Chemistry. 
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Author : Hach, Vladimir Horakova, Zdena, 
Protiva, Mirosiav. 

Inst OO 

Title : Local Anesthetics, IV. n=Aminobenzoates of 
4opiperidinomethyl-1, 2~benzocycloalkanoles-3, 


Orig Pub: Chem. listy, 1955, 49, No. 2, 227 = 230, 


Abstract: 2-piperidinomethylindanol (IV), 2-piperidino- 
methyltetralol. (V) and 6-piperidinomethylbenzo- 
suberol~5 (VI) were prepared by reduction of 
2-piperidinomethylindanone (I), 2-piperidino- 
methyltetralone (II) and 6-piperidinomethy1- 
benzosuberone=-5 (III) witn LiALh,. n-Nitroben- 
“goates of IV, V and VI (VIII, IX and X) were 
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obtained from IV to VI at a low yield by the 
interaction with n-nitrobenzoylchloride (VII). 
VIII to X produced corresponding n-aminoben- 
zoates (XI, XII and XIII) by hydrogenation over 
PtO05. IV, V and VI were obtained in the shape of 
one stereoisomer in all cases. In the duration 
of 20 min. 18 g of chlorohydrate of I was intro- 
duced into the suspension of 1.8 g of LIALH 

in 400 ml of absolute ether, the mixture was 
boiled 10 minutes, decomposed with 20 g of NaOH 
and 250 ml of water and extracted with ether; 
HCl (gas) was let through the dry distilled 
down ether extract and chlorohydrate of IV was 
received, yield 61%, melting point 202~203° 
(from alcohol), Similarly, V was received from 
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chlorohydrate of II and LiAlH,, yield 47%, 
melting point 98-1009 (from petroleum ether). 
When boiled with HBr (acid, 1 : 3), V splits 
producing piperidine bromohydrate, melting point 
230~232° (from alcohol). Chlorohydrate of VI, 
melting point 205° (from alcohol-ether) was re- 
ceived from chlorohydrate of III similarly to 
IV, yield 74%. The mixture of the solution of 
IV (separated with soda from 5 g of chlorohyd- 
rate) in 75 ml of CHCl. and of the solution of 

3 g of VII in 75 ml of CHCi. was distilled dry 
in air, chlorohydrate of Vit, melting point 
164.-165° (from alcohol-ether) was in the residue. 
Solution of 4 g of V and 3 g of VII in 25 ml 

of pyridine was heated (100°, 3 min.), 48 hours 
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4th the solu 
decomposed W 

later it was 


ther 
suspended in e 
NaHCO3, the precipite(gas) into chlorohydrate 


hol- 
~183° (from alco = 
of IX, melting point = eet melting point 206 


ined from vI 
) was obtecmetiT in 


6 x 
300 ml of alcohol was hy 


om om alcohol~pe 
4b-141° (from alc 


XII was produced or t39~ 141° (from alcoho 
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and XIII is about 110% of that of nupercaine 
(XIV), the superficial anesthesia was tested 
by the introduction of 0.05 ml of 0.1%+41le 
solution of chlorohydrates of XI, XII and 

XIII into the eye of a guinea pig, XI possesses 
110%, XII possesses 130% and XIII possesses 
100% of the XIV activity. The toxity was 

Meted by intravenous introduction of 0.02%-ile 
solution of the preparatinn to white mice 
weighing 16-20 g; LD50 is (in mg/kg): XI - 3, 
XII - 7, XIII and XIV - 6; XI, XII and XIII 
lower the blood pressure Similarly to XIV. 
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BPReTr Vir, My 


iS thetic spasmolytics. “I. 2-(m-Hydroxydiphenylamino- 
H . M. Protiv 

i : m, Lasky 49, 

th onromctic? amiues 


gave 40% 3-. 


° ; Ls oe 

limidazoline-HC! CY) ae ‘ 
90 mi. at 146-50°, boiling the — 

mixt. shor ooling to 60°, adding 20 

- ml, H,O and 60 inl. AcOLt, boiling again, Sepg- the aq- 
:  Jayer at 40°, and evapg- in vacua to 30 mi, gave 86 g. of the’ 
HCl salt of bend ere ES (Vv), 
nt, 2E1° (from ay, BOW © Gmilar treatment of 19.9 g. H, 


17 g..1V, and 120 ml. xylene give 7.0'g. 2-(-hydroxy-2'= 


A nicthyldiphenylamiuomethyl)imsidazobine-H Ct AVE), ms. 240- 


1°. ‘The same procedure with 19.9 g- UI gaye 10.9 g. of the 
HCI salt of 2-(3-hydroxy-3'-methyidiphenylanrinomethy) imid- 
atoline (VIN), ms 221-2°, Q0(3-Fydr 4!-methyldiphenyl- | 
duinomethylimidazoline m, 100°) HCI salt, a. 998~1°3 
trichluroacélalz,- 1a. 137.5° (decompns); MeSO UH sali, m. 
“176°, The effect of VIis depressoric, that of VIL Is pressoric; 
i. (1,4-Benzodioxan -2- ylmethy!)¢i- 
‘MM. Protiva and V. Sisnak. Ibid. 
-beazadioxan in 
x. Me- 


cc, i. 


eee e 
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: y AY ro rl OF rT 
weet et Hal eheates 9373 


{eSH 1003 al. EtOLL) with 14 8 - 
Sia dna eSH, 


refluxing the mixt. — 
ychtoromethylianidazol Cl (i. 4a"), te te soa 
ss ’ 23 hys., filtering oft . 3 ists beet : a ae 
PLE 5 
fre ice ate “B08 refluxed 
ee oe), 2 ml Mel, 
Eee 


n MeQkH). 
3 hrs. gave Mef, 1 Be 4° 


A etudlicky a wey a yl : 
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Synthetic s thol - te . 
Fe ree ynpa olytics. II, 2-(1, k-benzodioxanyl) methyl-dimethylsulfonium 


CHEMICKE LISTY Vol, 49, No. 3, Mar. 1955 


SO: Monthly East European Accession (EEAL), LC, Vol. 9, Sept. 1955 Uncl. 
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if Gangiionic. blocking accepts. IV. Pentaniotbylene-t,5- - 
bis(N-mothyl)pysrolidiniuas salts, MM. Gorovitka, 2.7) 5 
’ Sedivy, and M: Protiva (vgzkumng dshiv farm. biochert., “=~ if 
_- Phage). CHAT EAIVAY, 777-B(1055); cf: CA. 50, 16304. 
2 om'Preating p-MeCd SO,NIHMe with BuBr according to 
_ LarkeS and Pfeudil (C.A. 33, OSS") gave BIGp gedle Cell 0; 
ON Meu, by 200-12%. ‘This compd. was hydrolyzed to 56% 
- 2 MeNH Bu, b. 88-907, which was trausfermed: to Veuetivi- 
pyrrolidine (), b- TS$-£0°,; in 40-83% yields according to 
(A. 40, 571%, 1 (100 g.), 135 g. Br(CH}sDr, aud 50 ml. 
- . Me,CO mixed, evoled, nud allowed to stand overnight, the 
~ solid product stirred with 100 mf. ELO, the quaternary salt 
- Filtered-off with suction.and washed with 260 mil. t:1 Et,0- 
*jso-PrOH. gave 20): g.- T,Liepentamethslenebis( N-methyl pyr- 
rolidinium --bromide (Il), extreinely- hygroscopic . crystals; 
-dipicrate, m. 274° (from PhAc-EtOH). 11 (105 g.) in 1590. 
_ ml, HO was decompd. with Ag.O (from 500 g. AgNQ)), the 
- filtrate mixed with 150 g. tartaric acid, the soln. evapd. in 
tacuo, and the residue crystd. from 400 ml. EtOH and 70 


ml, HO to give 230 g. of the acid tartrate of I, m. 219-14° 


Adecompn.). A Hate 2) 
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a Atlempted syntheses “of 

Miroslav Protivs imir My- 
¥ a ctetoy ari. Side 
avieah ae rishy Bi 5 Gy Pro- 

Sseribed by Grewe and Monden (C_A. 23, 4270 
and by Sehnider and Hellerbach (CA. 45. 20d) ies 
pied toa cyclopentane unatag of N-methylmarphinan called 
throughout the paper A-methyl-G-nonnerphinan (}). 


* 


T would have resulted fram ¢ pclization -rsethyl2 yt 
I teyclopenteno-1,2,3,8eetroh wise ue Gg oe aren 
‘But prepa. A 7 ae ripe and 3. é-eyclozentenopyre. 
Hine methiodide | Was uasuccessful. An alternat 
method was based ou the following ics ssetlena: 
cyclopentanone and CH CN eon aie Loe ra 
Abslanitele av), the reduction of which yielded 2(-ayedo- 
he via mine - This cn vi 
PHCH-COCt gave N-phenylacety{-2-¢ He See he Si Jeli 
; joining eu which was transformed with PG, to 2-bensyl- 
ies epclopenteno-5,O-udihydropyridine (VID. Hydrogenation 
: fh the metiriodide of VET yielded Uf but the attempt to cy- 
vt i‘ Vinh (ae = lunsuccessfitt. 2-Carbethoxyeyclopentanone 
dee 8), (2 ¢. NCCH.CO.Et, and 15 mi. CsHuN 
, } ave. 82g Pt ester of Ptarbethoxy-L-cyclopenten-Leyleyauo- 
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“T Geetie Sra] CAG, 14 BO” SabRtitining EF gO ECHL 


i COME for the NCCH,CGEt, heating the mixt, 4-hrs. at 


q 


+ 


100°, dilg, with (0% ml. Et<O, washing 3 tines with 16) — 


»: 


om. HCI (1:4), and distg. the ext. gave 57% of the Me 
etter of FX, by. 128-32". Retluxing Et (ur Me) ester of EX 
1G firs. with eaued. HCI yickied 18% (or 89%) Zeurdueyl- 
» cyclopenten-Lylucetie ged (Xiu. 178 84° from HO), aad 
80% (or 289%) 26-dihydrax yt t-cvrlypentenagyrtdine (XT), 
m. 283-t° (fram GS, AcOH). Esteviticatiun of X with 
EtOH and Phkfec gave 61%, mono- Hi ester of K, m. 9d-7° 
(from HiG). KE (24 g.) and POC (100 mi.) gave 20.6 g. 
* 2,6-dicaloro-J,-cyclapentenopyridine (XU, m. 34-49, Dea 
192-35" (Prelog and Metzler, C.4. 41, 4557). Hydrogenat- 


ing 20 gy. XID in a sole. of 8g. Na in 160 mi. EtGH over Jé - 


g. Raney Nid bes. at 780° and 100 atin. gave 12.5 4. 
- 3 4cyelopentenapyridine (XT), by T8-S8u°, Ul a 65 7° 
z (leant Me.-CO-Et,0). 


Refluxing a mixt of 60 gy. NCCtir | 


COM, 30 g. eyclopentanone, 50 inl. Calta, and 2g. NHe | 
OAc 7 lus. at 160-00? with continual renieval of H{O pave 5 


after ccaling SO gz. 


velopentylideace yunoacedic acid, m. 
125-8° (frum H,O). ’ 


Dicstn. of this product i varcuy gave 


75% LV, bis 81°, be: S5-8°, n3f 1.409, alse obtained in BSS | 


yield by retlusing GO g. cyclopentauone, 20 g. 


NCCHS | 


CO, 50 mi. Calle, and 4g. NH,OAc at 180405" 4 hrs. - 


‘with coutinuous water removal, and by distg. the erude 
“mixt. t# cacao at 20 mun. Adding during 2 irs. 21.4 g. 
T¥ toa stirred mixt. of 10 g. LiAIH, in 100 ml. Et,0 ecoled 
swith ice and salt, keeping the mixt, 90 min. in the cooling 
bath, decompg. the mixt. with 140% NaQH, and extg. the 
-aqs layer with Et-0 gave 7 2. V, by 60-39; [Cl salt, m. 
- 105° (decorape.) rom Me,CO); picrute, m. 145--43° (from 
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ROHS Adding ire I¥ ia nde BuGiH and 24h ae Pei? 2 
fy a suspension Gf #2 g. Na dust in 13g tal. boilin os 
tefluxing aud stirring the mixt, 2.5 I 
“SO mh. HAO, ee g. the ay. t 
a mixt, of 15 mt. HC aud 
ext. with 205% KOH 
g. #-cyclepentylethyla 
Cfeaur BtOH-3fe,€0), 
COC Fg. Y, and 
with 60 nil, 209 
- aid béiling it with 100 inf 
CiHepetr, ¢ther), “Refluxing f} : 
+50 PIO, 1 he. deers + alkallzing..: 
he sof, i] CXC. gave Ag, ‘ 
t IK; Peerage tit VEE MexCO-E1010, 
crude praduet was dj 20-2°, the pierate 


her. expt-, of : fae 


awit 
tre expected” 
Ml hitheky 


See 
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‘7ejoticlte” au ga of: ihe. quiate” aikalotds.  ¥,~ Ale 
-. (quateriiary salts) derived koa a odip erat nti see 
; fros Milos - Lory and. iH 
Ste b ty 5 i is ve: are Chen, 
ee bay 49, 18 spent Fete - 
: ae Craits: sntheske Yront Cie and dicattonyt Ic chiorktes 
a,w-illketones, ae CE I, 9 8), CHE, a 4), i a 
Bose 8), and (IV, #77 -8), which were ‘tr anstortied-to the - 
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ides: I, dEY. were reduced ‘with LIAIH, to ;. 
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: i = 2,4, and 8 se transformed with: SOCL tothe): -.- 
ie : \odrrespodding ection OS ACHT CC CH,) CHCLIPS (21¥, XV; 
vik le greed X Vi for x =. 2, 4,-and 8), which with Me NEl yietded«.; 
oe \fikainaiginie PaCHIN Mex Clie CH We ER 
Oy 2° ORVEL, XVID, and -X1K for. mw 2, 4, ant sisted: - 
° o¥eith MfeY to Bis(quaternary salts), PicsttNAak CH CH 
- (NMepPil,. which are either ineffective or -Je33 eectire : 
” than the decariethoniuin bromide... LIV [y %,m 
Geom BtOl |: 85, 145-62¢ 72; 108-79: Néty good "yield: 
se ha he 9-91%, “YNIL were prepd. frond ILIV with} 
_ NILOR.HCI and AcOK tn ag. EtOH (ylelds In %,-m.p. 
“ @1,..222-8° ieee AcOH); .——-,°-195-8% (from dioxane);' d 
and S87a 118 abe (tm EAOH) Hydrogenation ot ty vt re 
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